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[000 1 ] 
[0002] 

4fc«>, sd&^im^u^ mzt%A&m%mxco& 

Rfffif ± . *At= k o TWSc^Mfctt** A & v ^IfCSr 
?n*!»c;kit4ftfflllf4. jB#«03p3aStB*tio 

•fr4agw«oa#-3&*si4*is. t*>u affiBaetcfflv^ 
tiT v ^ * h 5 > # 5 a -F-wcommmimtim < . £ 

^WfcftifflM&fiOffiT LT t ^4igA»^4 i k {±S 

[0003] -Rt, b h&tfWfiia*,. fflj&»63WW$;h. 
4<Ifc#<e?&«£fi53Ilfr£effeSiI&fc^3. i<7)S 
fgjl»{4. ff^SJ«tS^5^k'\ ^£JSt£k 

H 

[0 0 0 9] T*$:fl4 5-.X b^fyh'JT^S^ 
[00 10] 

[^o»scD^ffi] *96w<?5±ie* ( i ) xmztiz, 
$>mmmz. muts-x h*^hvy°?$>bttm 

5 y#co#4T^RJSS 4t4 i k i 0 S^tt" 4 - 
k* i% t"#4. 

[0011] #S£BJ§<7) 5 h^fS/ h 'J 7°^ 5 

«oft¥Mli, ttM, «tM, mt. fcSMift-S* 
0. lEiiV^ttREfcWtTJRfflSaaS. 



[0004] N-r-fet/HS-^Kyh'jy^Sy 

*>Sk*4*;^>'k#^feaTfc i 9. b h-T-iilflWS 
^fll**fBS£;fxT^4 (Proc. Natl. Acad. Sci., 91, 
1824, 1994) . -7f. n-3^^l«^SgftfliUKT^4 
patMfXfl (DHA) t±. IBM. ¥W<m. 

-t&Zb&M^ilX\->& (J. Clin. Inv. , 97,1129, 
1996) . ttz, ^7l-X DHAmvftli>£#\*JI,Z 

m£th mrxib *) , *Afc&& tx i>mfcmt&)?*:\ > 

ZbtimbitX^Z, 
[0005] 

[ wnfimm txot-f&mmi auto , b h msm 
tym&wmmitmm l 3 4 iftsmmn* sew-* ; 

k^BWk-f-4. 
[0006] 

( i ) x-mzixz 5-*h*i'hV'r?§ >mwm\ 

[00 07 ] -r^*>, *»BJ(i. 3ft ( I ) 

[0008] 

Ut2l 




[0012] ^mzim 7°^ 5 >m 

[0013] mn^mb lxi±. mL wml at 
•feA-M, mm%b^mmwm\fohv^±isxi'v-rm, x»j 

^f>'^iJ*ktOM«MMkt-4ik* i -C"^4„ ifc. # 
igPS#Mk LTffiltfiJ. BJSa-^PJ. AJf^fflW. m. 

WfcBST*« WilWW&Jini 4.1 k i 0 mmizm 

-oxmrnztii* mz^nmtizj;t)$mmm\b-f 
[0014] ena#ffl«BBK»w*»rsfctt» w 

Sftat^fcJWWWWifcffl*, r>-7°y. ISfl-k^n- 
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^t'JCEtTSH. b Ku^ XTub/I/b/ka— X, *° 
y b"x/kbo y H X&i; cOife-^r'L #^tf'3f X;* +)V*l 
/Ha— x, ^XI^XX^/Hryl-cf— x#/P-X>7A%-fc;" 

£ £ 2> Z> x T V VI? ^ A „ * 

fib Fo^XXnbVPXfvPb/Pu-X7?)y-K X 
XT? y;«L ^ ^7^ 'J/H^f ;i/3*r'J-?-i t'<?) 
HKWHBnTtfil UTlWtttWfl. * 4 t ^ix^/Hr/p 

[0015] mn&^mcvmmMimmt&tet. * 

h£*MffLT5iBH£Xn-/7m x^X 

if ^Jnx T x U * S^/WM f: T h *» » 77t'7i 
A, t-^#XK 4?y V/t^s— r-8 0, ^/l-tf'^XXf- 
/Hc/t-n— h y <7A&£- ilntXlUHXitSBitBMt 

flM^5rif*Jll;lTt>.fci\ 

[0016] a»jw&«irt-4fci4, ifsw^isac 
y xig-**-?- fy7^, u xs^ii**-?- h- y ^A&i: 

<Dv H ITOU . igft-?- h U >7 A , 7" K >7 i: Olf 3M: 

sot t bitimmmmyMzmML* mmrmLXT>y° 

^u^fX h y x, ■tf^f-vfcif* Jnx.T*ST<S^ 

*t l , mmamtmsm t lt «> ± ^ . * & , 

^Wt b v s4fi=5r if & SD t X *tfr^Wt* L^HEltfflfL 

[0017] M&tsjfflfcKftr&fci*. ws&j&fr&t* 
tmizm. l i A^-^sit & *» . ws&jt^ & y x?- 1^ x 

X'J rJ-/K ^sM^tatftlLJt^^b^^-X^T-M 

[0018] £jff *3M£#*e 
•fevbyx s S'yn"), SSEifr^x-f x, -t°Uxfi/y 
X' y r? — /Pfc if fcJniTiBS*: 6 JS'JnS Ltln-LKf 
crX'X, 7^"J^l7;K/kxxf/H^ 

if ofiasi t i^Ltffl^* y xf x^- t'co^m 

*S*)S-5r2r xax^'x^r ff«0 iftHJHfcjSWXfiiMfc LT 



[0019] JJEflWtft*^-4*lffiB<^ll«li, &*no 

[0020] 

[002 1]^1 5-X b^xbur^sxt?i# 

HrJ-tf^-^-x>-S{0.099 g, 0.3 mmol)<50x h X b F 
U7xX(2 mLj^Mt^-^y^Xuy MO. 08 mL, 0. 
9 inmoD^Jni, Sffl-csi^lSBWFtJta, ^®^J«J± 

T\ 5 -X b^rXh "J X^5X(0.057 g, 0.3mmol). 
hyx^T5X(0.06 mL, 0.4 mmoDCDi^nnX ^ 
X(2.0 i)Jf«[t, ±-CffiHgtJth"rnf^^x>-K^ 
niJF«^no^?>(1.0 mL)^^0°Ct'jDi , $ 
& t=SSBT304HBfflH¥ . ISfPMK^KlR^ b 'J >7 A/K 
?§M^Jn? . ^oo*;^tcTfftajt> i*ll7/^ 

;i/7avb/57-f- ( h ijxf;i7Sy«5lMty 
jiM-c-^a) tzftL (^^x/pffix^/^i/i) . i 
Mt-rs Hrnf^ifxx-f^a^-r-i. 5 -x h^x 

h'JT^SXiift ( I ) (0.090 g, 0.18 mmol, 60^) 

[00 22] 1 H NMR (CDC1 3 , 400 MHz) 5 0.97 (3H, 
t, J = 7.5 Hz), 2.07 (2H, in), 2.16(2H, t, J = 7.2 
Hz), 2.38 (2H, m), 2.77 - 2.88 (10H, m) , 2.93 (2H, 

t, J= 6.7 Hz), 3.59 (2H, ddd, 6.7, 6.7, 5.9 Hz), 
3.85 (3H, s), 5.28 - 5.43 (12H, m) , 5.56 (1H, br 
t, 5.9 Hz, C0-NH), 6.86 (1H, dd, J = 2.4, 8.8 Hz), 
6.99 (1H, d, J = 2.4 Hz), 7.02 (1H, d, J = 2.4 H 
z), 7.250 (1H, d, J = 8.8 Hz), 8.10 (1H, br, NH). 
13C NMR (CDC1 3 ) S 14.23, 20.52, 23.38, 25.32, 25. 
51, 25.54, 25.60, 36.52, 39,55, 55.91, 100.50, 11 
1.96, 112.42, 112.68, 122.76, 126.98, 127.72,127.8 
4, 128.05, 128.10, 128.22, 128.24, 128.28, 128.56, 

129.22, 131.53,132.03, 154.08, 172.28. 
IR (neat) 3408, 3298, 3013, 2962, 2934, 1651, 158 
3. 1527, 1485, 1440, 1392, 1356, 1267, 1217, 1172, 

1072, 1035, 923, 829, 796, 711, 430 cm 1 . 
Mass (m/z) 500 (M + ). 

[0023] &%Mmmcoim%m 

W88M&lZ$>t>frt#>?l' : £y*'- /UEL (Sigma Chemic 
al Co.S) fc*»U tmWMlZ&&7]s*:7*-)m. 

4jffi^«Crj : CD-I (ICRj^Sltt^^XSr 5 B^SII 

cozmmizmmLtz. «j^(±fiS24±2°c, sjs55±io 



(4) 



1 0-77229 



b#) co&ftVffiULte. iffili:iflf£EKftttlifL*:ffl£*! 
fA (MF, tyxy^^Pt^MMS) Sr. 

2 P pm) **&7WKt=J;Oi*(=fi0RS*fc. tiCIMaiW 

mmi "5^i/«in<oj*arc«4-Lfc. a^fltaajiR-fcv 

^-ft^mittS^g^jllJji-tr^- (NA-ASOL fe^ 
[0024] &fe*uHKIb£ff tt¥fe)ffl+S*f^T'* 

u zt/mmnmrn* mmatisxr/mm'sm 

^■y hg-W$M. (Dunnet's multiple test) ifitc-J 

[0025] mm i 

m. g 



Vfr (DHA-MT) 100mg/kgSrfflV\ WEKDtfirffitfl!V * 

i3antt*»eL>fc. San** i 

[00 26] JtWSSIfcCTl 

JfttfciBjJt k LT » H 3 ■tf-'v* if X yfxf;l/ ( DHA-Et ) 
[00 27 ] JHKKK0I2 

St&WfffcLT. ^5 b->40mg/kg£fflV\ fflgtOI 
[0 0 28] imMMM3 

£H 1 CtkT. 
[0029] 
[HI ] 





(mg/kg) 


0-10 


10-20 


20-30 


30-40 


40-50 


50-60 






383 


334 


332 


313 


253 


131 






±34 


±37 


±35 


±51 


±34 


±90 


DHA-MT 


100 


267 


79 


75 


52 


68 


109 






±46 


±16 


±19 


±15 


±42 


±62 


DHA-Et 


60 


367 


355 


326 


347 


257 


246 






±4 


±47 


±40 


±13 


±83 


±27 




40 


319 


325 


329 


318 


276 


218 






±24 


±57 


±13 


±19 


±35 


±13 


DHA-Et 


60 


349 


380 


303 


256 


287 


217 




40 


±17 


±31 


±24 


±34 


±53 


±35 



[0030] 



